in Washington DC reveal that a Mumbai-based company has frequently placed advertisements in Indian newspapers; the ads are for corporations to supply items that seem to be components of a uranium gas centrifuge.
But some observers say the company should have been more cautious, because the drug aimed to bypass the immune system's natural control mechanisms (see 'The drug test: what went wrong?'). "You are going beyond the regulatory network, so all hell can break loose, " says Angus Dalgleish, an immunologist at St George's Medical School in London.
Reaction to the trial's outcome has been swift, and mixed. In an unexpected turn of events, Britain has seen more people enquiring into early trials, in which healthy volunteers take experimental drugs to determine their safety and dose range. "Paradoxically, there's been an upsurge in interest in these healthy volunteer studies, " says Max Parmar, who heads cancer studies at the Clinical Trials Unit of the UK Medical Research Council. The men who were struck ill in the TeGenero trial had been paid £2,000 (US$3,500) each to do the test.
In Germany, reaction has been rather different. The local public prosecutor in Würzburg is investigating whether any criminal wrongdoing was involved. And this week, the Paul Ehrlich Institute, which authorizes human trials of biological drugs, announced it will tighten regulation of the first tests of such drugs in people. "The central question is: why do you treat six people at the same time? Why don't you start with one?" says Johannes Löwer, president of the Langen-based institute.
Löwer says that his institute will start requiring sequential rather than simultaneous administration of 'high risk' monoclonal antibodies -those that, like TGN1412, activate central pathways of the immune system. He says that one-at-a-time administration -with days between injections -will also be required for experimental biologics if institute scientists are not convinced by animal-model studies, or no appropriate animal model exists.
Ethicists in the United States, meanwhile, have called for careful scrutiny of a newly loosened set of rules for the making and testing of drugs in early human trials (see page 406). And the $10-billion business of contract research organizations, or CROs, has come under the microscope.
Caplan worries that such organizations are tacitly encouraged not to focus on protection for human subjects. "The CROs are often told: 'Just get us the data on the deadline' . They don't get asked questions about how that's being done. " The Association of Clinical Research Organizations boasts that CROs conduct clinical trials 30% more quickly than the pharmaceutical companies that hire them.
A spokesman for Parexel says: "We believe that best practices were followed and the appropriate policies and procedures were adhered to. " 
